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REMARKS 



.nsiderationofthe rejections in the 



Office Action dated July 30, 2001 is 



^^""^T^llpetitionthcCo— ^ 

separate petition accotnpanies this to show 

Also attached is a separate page entitled Vers 



changes 



made" sh«)wing the requested changes. 



claims 1 and 4-7 have been amended. 

A. iam^SSm^^^^^S^^^^ oaee 1 line 7 to 

• c«<.Hfication has been amended at page i,uw 

A «,aoe<:rod bv the Examiner, the speciticanon o« 

p^. app.io.«on clato pnon^. ^ „^ 42; andpage 17. tes 
» R Ws 8-9- page 14, lines 12-13, page 1^, II" 

^ 5B. NO new ,na«er to ,he spec^ „t .^ographical or obvous 

fining amendments to the spec.ftcat.on eonstst 
errors and do not::onstiwte new matter. 



sequence 



which may be selected from any 



of SEQ ID NO: 1-9. Support for this 
'specification at page 7, line 16 to page S, line 36 



amendment to claim I can be found in the ^^^^^^^ 

. <-i«;mc and 3 have been cancelled. Claim 3 n*» 
and in the Examples. Claims 2 and .i na ^^^^^ 
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Claims 4, 6 and 7 have been 



amended to provide correct the 



coirect a typographical error - .,,^:^2 Claims 7-14 have been 

aepcna^^y of c,ai„» of .he p...„t 

.^cnca in acccdance wi.h AppUoa«U'= e.eC,o„ of 0,oup P- 



application. 



No new matter has been 



added by these claim amendments. 
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II. Re jections v r\^'^r t ^ ^ 6 1 12 
Written Description 

The Office tas rejected claim 1 under 35 U.S.C. 1 12, first paragraph, as 
containtog subject, matter which was not descnbed in the specification in such a way as to 
reasonably convey to one sldlled in the ar, that .he inventors, at the .me the apphcauon was 
filed, had possessfon of the invention. In particular, the Office asserts that ^ specflcafon 
does notprovide a. adequate written description ot«,e "added peptide sequence. ■ 
Applicants respectMly traverse and request that this rejection be withdrawn In hght of the 
amendment to claim 1 . 

As amended, claim 1 is directed to an antigenic composition which capable of 
eliciting an enhanbed CTL response in the context of a MHC class I tnolecule, comprising 
an antigen having an added peptidic sequence comprising one or more sequences selected 
from the group consisting of SEQ ID NOS 1-9 which facilitates entry of said antigen into 
APCs As noted k the Office action, antigenic compositions comprising an antigen 
conjugated to ond or more peptidic sequences selected from SEQ ID NO: 1 -9 are disclosed 
and adequately supported in the specification.^ As such, Applicants respectfully submit that 
one skilled in thebrt would recognize that the inventors were in possession of the 
composition of claim 1 and request that this basis for rejection be withdrawn. 

Enablemekt 

The Office has rejected claim las containing subject matter which is not described in 
the specification [n such a way to enable one skilled in the art to practice the invention 
commensurate in; scope with the claims.' 



' See OftiC'2 action at pages 3-4. 

r See Om^ action at page 4; Specification at page 7. line 1 6 to page 8. line 36; Examples. 

i See OfTic? action at pages 5-6. ^^^^^^^ 
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AS amende',), claim I is direct«i to a composition comprising m antigen conjugated 
«> an additional p.ptidic sequence comprising one or mote sequences selected from the 
group consisting of SEQ ID NO: 1-9 which facilitates entry of said antigen into antigen 
presenting cells. The Office has noted that an antigenic composition comprismg an antigen 
and a pep«d.c sequence that comprises one or ™ore of SEQ ID NOS 1 -9 are enabled by the 
present speciftcation.- Accordingly. Applicants respectfully request the withdrawal of ti,e 
rejection of claim, 1, as amended, 

III Ttpjftf-tions linder 35 U.S.C, ^ 103(a) 

The Office has rejected claims 1, 2 and 4-7 under 35 U.S.C. §103(a) as being 
unpatentable over Buschle et al. (PNAS USA 94: 3256-3261, 1997) in view of Kim et al. (J. 
Immunol 159(4): 1666-68, 1997). Claim 2 has been cancelled so this rejection with regard 
to claim 2 is mooi. For the reasons set out herein, Applicants traverse this Section 103 
rejection of claims 1 and 4-7. 

As amended, claim 1 is directed to a composition comprising an antigen conjugated 
to an additional fl^ptidic sequence comprising one or more sequences selected from the 
group consisting ,.f SEQ ID NO: 1-9 which facilitates entry of said antigen into antigen 
presenting cells. ■ Buschle et al. disclose that polyargimne (pArg) and polylysine (pLys) 
enhance the uptai:e of peptides by APCs. Specifically, bone marrow-derived APCs were 
incubated with a peptide alone or a combination of labelled peptide plus pLys or pArg, and 
the amount of pejnide transported into the APC was measured.^ As noted in the Office 
action. Buschle el al. do not disclose a composition comprising mantigMdM^ 
p ^ ptidlcsecuenc, and Buschle et al. neither disclose, teach or suggest that the added 
peptidic sequence, is linked to said antigen nor that the peptidic antigen-polycationic 



^ See Office action at page 5, 

5 See page 3258-9 of Buschlc ct al- ^ ^^^^ 
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sequence is a fusio n protein. In particular, Buschle et al. do not disclose, teach or suggest 
that the cationic peptide is one or more of the sequences selected from SEQ ID NO: 1 -9^ 
Kim et al. disclose exposing antigen presenting cells to a composition containing a soluble 
prote. conjugated to a short cat.omc peptide derived from HIV.a.. Kim et al., however do 
not disclose a composition which comprises an antigen covalently conjugated to an added 
peptidic sequence comprising one or more sequences selected from SEQ ID NOS: 1-9. 

Applicants urge that one skilled in the art would not have been motivated by the 
disclosure in either Buschle et al. or Kim et al. to design a composition comprising an 
antigen and an added peptidic sequence comprising one or more sequences selected from 
SEQ ID NOS: 1-9 as claimed in amended claim lof the present application. Buschle et al. 
do not disclose or, suggest the use of pArg, pLys or other cationic peptides to aid in the entry 
of peptides into APC for the purposes of dieting an enchanced cytotoxic T cell response m 
the context of a m.jor histocompat.ability complex class I molecule. Rather, the focus of the 
study conducted by Buschle et al. is the ability of various polycationic peptides to aid m the 
transport of proteias into cells. Importantly, Buschle et al. do not disclose, teach or suggest 
that the cationic peptide is one or more of the sequences selected from SEQ ID NO: 1-9. 
This lack of disclosure in Buschle et al. is not compensated by the disclosure of K.m et al. 
Kim et al. disclose OVA conjugated to a cationic peptide derived from KTV-tat. Like 
Buschle et al.. Kim et al. do not disclose or suggest that the sequence of the peptide to which 
the antigen is corrugated is one ormore sequences selected from SEQ ID NOS: 1-9. As 
such oneskilledin the artwouldnotarriveatthe composition of amended claim 1. For 
these reasons, Applicants respectfully submit that amended claim 1 is not obvious over 
Buschle et al. in iight of Kim et al. and request that this rejection be withdrawn. 

Claims 4.i are dependent upon claim 1 and are not obvious over Buschle et al. in 
light Of Kim et al. for the same reasons stated with respect to claim 1 . As such. Applicants 
respectfully request that this rejection be withdrawn with respect to claims 4-7. 
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IV CONCLUSiiQN 

in light of ihe foregoing amendments and remarks, pending claims 1 and 4-7 are m 
condmon for allowance. Applicants, therefore, request reconsideration of the application 
and an allowance': of all pending claims. If the Examiner wishes to discuss the above-noted 
distinctions between the claims and the cited references, or any other distinctions, the 
Examiner is encoi.raged to contact the undersigned by telephone. Additionally, if the 
Examiner notices^ any informalities in the claims, he is also encouraged to contact the 
undersigned to e>ipediently correct any such informalities. 

j 

Respectfully submitted, 
Perkins Coie LLP 




Registration No, 44,785 



Enclosures: 
Postcard , 
PTO-l083(+:Copy) 

Appendix (Miirked-up version of claims) 

rnrrespon ^^^ce Address 

Customer No. 22918 
(650) 838-4300 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 

In the Specr jication: 

This application claims priority to U.S. Provisional application Serial No. 
60/1 12,324, r.ioH i i^r^mher 14. 1998. expressly incorporated by reference herein. 

i 

Figure 3 shows the response of B3Z T cell hybridomas to APC prepulsed with 
SIINFEKL (SFO inNQ:10> or OVA or OVA-pEA/pK at their respective optimal 
concentrations. Cpm corresponds to cell growth as described above for Figs. 2A-C. 

Figi res 5 A-B show the survival of E.G7-0V A injected mice treated with Ag- 
pulsed APC. Twinty 8-week old randomized female C57BL/6 mice were injected i.p. with 
25 X 10* and 2x10* E.G7-0VA cells in 0.1 ml PBS (Fig. 1615A and Fig. [615B, 
respectively). Two days and again 2 weeks later (arrows), mice received i.p- injections of 
DC, OVA-pulsed^ DC, OVA-pEA/pK-pulsed DC (5 x 10^ cells per 0.1 ml injection), or PBS. 
Mice were monitored daily and their survival was recorded as indicated, 
i 

In another preferred embodiment, the peptidic sequence comprises repeating 
subunits having about 6 amino acids per subunit wherein a given [sequences] segueace has 
3 or more of such subunits and may or may not have an added N-teiminal cysteine. 
Exemplary peptides are presented as CYS-[X-Y-Y-Y-Y-Y]„ (SEQ IP NO: 8) ; wherein X= 
glu or asp,. Y= ati, leu. ile, phe, gly, cys, met or val and n is greater than or equal to 3 
[(designated seqi.ence 8)1, with a specific example provided by the pEA peptide presented 
as SEQ ID NO: 2. 

In another preferred embodiment, the present invention provides an antigen 
composition for in vivo administration comprising one or more soluble protein antigens 
covalently conjugated to peptides selected from the group consisting of the pK, pEA, HA, 
tandem pEA/pK, tandem HA/pK peptides, peptides comprising lysine and arginine residues 
and peptides comprsing repeating subunits presented as SEQ ID NO: 1 , SEQ ID NO: 2, SEQ 
ID NO: 3, SEQ ip NO: 4, SEQ ID NO: 5, SEQ ID NO: 6, SEQ ID NO: 7, (the sequences 
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designated «q««»ce number 8 and s«,uence number 9, r«pec,iv.ly (Table ,)] SEjm 
NnillandSF "<IPNO:9. 

Th. modified soluble (protelnsl Eialsk antigens of the invention whether 
produced by ehen^cal coupling or by expression of leontinuosl SfflSlnuous coding 
..,uences as reecmbinan. fusion p^teins n,ay be u^d to pulse APC, and be presented as 
such APC in the tontext of MHC I. 

In t related aspect, the cancer-specific or tumor antigen is modified by a 
covalent coujuncr Jon to a peptide selected from the group consiting of the pK, pEA, HA 
tandem pEAPK, tandem HA/pK peptides, peptides comprising repeating umts pr««n.ed as 
SEQIDNO: ,,SBQIDNO:2.SEQIDNO:3,SEQroNO:4.SEQIDNO-.5.SEQ.D 
NO- 6 SEQ ID NO: 7 (and the sequences designated as sequence number 8 and 
sequence number 9, respectlvelyL SFO ip NO- 8 and SF.Q ID W= 9 - 

Th- IL-2 secreting mouse T cell hybridoma B3Z, which responds to the mouse 
MHC class 1 (m-K-) bound OVA^erived peptide SIINFEKL (SEamNOOOl (OVA.,. 

Jameaon e, at, J. Exp. Med. 177: 1541, 1993), was used to evaluate the pt^s^tatron 
efficacy of varic.JS peptide conjugates by the thymoma cell line EL-4. 

The above evidence appears to refiect improved penetration of pBA^K- 
conjugated OCA into the class 1-depcndent Ag processing and presentation pathway. An 
additional experiment was eonductedin order to eliminate the possibility that Ag.^ved 
peptides in the i^g^ (which do not require intanali^tion or processmg), were 
responsible for the observed improvement in B3Z responses. Cells were culmred as 
described above and El^ cells were fixed with 0.025% glutaraldehyde (Fluka. Bucbs 
Switzerland) prjor to Ag pulsing. When APC were fixed with glutaraldehyde prror to Ag 
pulsing thereby preventing Ag internalization and processing, fixed EL-4 cells were 
observed to present the .mmunogcnic peptide SimFEKU (SEaJDNOUffl to B Z m 
stimulatory fashion, while therr capability to present OVA-pEA/pK was eom^pletely lost 
upon fixation (iee Fig. 3). SlINFEKL SEalEJSOaOI- a" OVA-derived peptide 
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(OVA257..64). recLgnized by the T cell hybridoma B3Z. (Jameson et ai, 1993, J. Exp. Med. 
177: 1541) A residual (approximately 7%) B3Z response to fixed EL-4 pulsed with 
unmodified OV J was observed indicating that the latter, though 99% pure (Sigma, St. 
Louis, MO) may ^:ontain a minor fraction of degradation product(s), which are removed 
upon conjugatioi| to pEA/pK. 

i 

In the Cla ims i 

I. (amended) An antigen composition capable of eliciting an enhanced 
cytotoxic T cell r esponse in tlie context of a major histocompatibility complex class I 
molecule (MHC 'class I), comprising an antigen having an added peptidic sequence 

pricin g nne >>r morp ^i^nuences sel e c ted from th e group consisting of SEQ ID NO; .L 

cirn m NO.l, ko ID Nr> v SRO ID NQ: 4, SEP ID NQ;5. SKO TP NO:6, SEQ ID 
NOiT , SEQ ID ko:S, SF.O ID NO;9 and SEP ID NO tlO. wherein said added peptidic 
sequence facilitates entry of said antigen into antigen presenting cells (APC). 

4. jamended) The antigen compositon of claim 12] 1, wherein said antigeti is a 
soluble protein aliitigen. 

5. (amended) The antigen composition of claim 4 for use in immunizing a 
subject against ^ tumor or pathogen wherein said [anitgenl antigen is specific to the tumor 
or pathogen. 

6. '(amended) The antigen composition of claim 12] 1, wherein said one or 
more added peptidic sequences are covalently linked to said antigen. 

7. Vamended) The antigen composition of claim [2] 1 wherein said antigen is a 
fusion protein p[oduced by translation of a continuous nucleotide coding sequence. 



I/S763O-802OUSOO AnwnJim.'nJ AvcfsiimZ diicl 



Received from < 650 752 6050 > at 418102 6:«:18PM [Eastern Daylight Time] 



.14. 



1/30/02 



